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chain nodes : 

2 3 9 10 11 12 13 15 16 17 19 20 21 22 23 24 25 26 27 28 29 

30 31 37 38 

ring nodes : 

1 4 5 6 7 8 40 41 42 43 44 

chain bonds : 

1-2 2-3 2-10 2-37 3-9 3-38 11-12 11-13 13-15 16-17 17-19 19-20 21-22 

22-23 23-24 23-25 26-27 27-28 28-29 28-30 30-31 

ring bonds : 

1-4 1-8 4-5 5-6 6-7 7-8 40-41 40-44 41-42 42-43 43-44 

exact/norm bonds : 

3-9 11-12 11-13 13-15 16-17 17-19 19-20 21-22 22-23 23-24 23-25 26-27 

27-28 28-29 28-30 30-31 40-41 40-44 41-42 42-43 43-44 

exact bonds : 

1-2 2-3 2-10 2-37 3-38 

normalized bonds : 

1-4 1-8 4-5 5-6 6-7 7-8 
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OTHER SOURCE (S) : 
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AB R1CR5R8 (CR6R7) qBR2 [B = CONRa, NRaCONRa ; Ra = H, alkyl; q = 0, 1; R1 = 
(substituted) naphthyl, Ph, furyl, thienyl, pyridyl; R2 = H, alkyl, 
cycloalkyl, fluoroalkyl, alkenyl, alkoxyalkyl, phenylalkyl, heteroaryl, 
(substituted) Ph, etc.; R5-R8 = H, alkyl, aralkyl, alkenyl, aralkenyl, 
aryl], were prepared as nervous system agents (no data). Thus, 

(R) -2- ( 4-bromophenyl ) -N- ( tert-butoxycarbonyl ) propylamine (preparation given) 
was stirred with K2C03, Pd(Ph3P)4, and thiophene-3-boronic acid in 
dioxane/H20 at 100° for 4 h to give 66% 2- [ 4— ( 3— 

thienyl) phenyl] propylamine trifluoroacetate . The latter in CH2C12 was 
treated with Et3N and Me02CCl to give 2- [ 4- (3-thienyl ) phenyl] -N- 
(methoxycarbonyl ) propylamine . 

IT 256380-67-3P 256380-68-4P 

RL: BAC (Biological activity or effector, except adverse) ; BSU (Biological 
study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use) ; 

BIOL (Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of thienylphenylpropylamides , -carbamates, -ureas, and related 
compds . as glutamate receptor potentiators) 

RN 256380-67-3 CAPLUS 

CN Propanoic acid, 3-oxo-3- [[ 2- [ 4- ( 3-thienyl ) phenyl] propyl ] amino] -, 
ester (9CI) (CA INDEX NAME) 



-ureas, and related compounds as glutamate receptor 
potentiators . 

Arnold, Macklin Brian; Bleisch, Thomas John; Ornstein, 
Paul Leslie; Zarrinmayeh, Hamideh; Zimmerman, Dennis 
Michael; Bender, David Michael; Jones, Winton Dennis 
Eli Lilly and Company, USA 
Eur. Pat. Appl . , 82 pp . 

CODEN: EPXXDW 
Patent 
English 
1 
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CN Butanoic acid, 4-oxo-4- [ [2- [4- (3-thienyl) phenyl] propyl] amino] -, methyl 
ester (9CI) (CA INDEX NAME) 
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I II 

Me O 
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CAPLUS COPYRIGHT 2004 ACS on STN 
2002 : 655594 CAPLUS 
137:332741 

4-Substituted D-Glutamic Acid Analogues: The First 
Potent Inhibitors of Glutamate Racemase (Murl) Enzyme 
with Antibacterial Activity 

de Dios, Alfonso; Prieto, Lourdes; Martin, Jose 
Alfredo; Rubio, Almudena; Ezquerra, Jesus; Tebbe, 

Mark; Lopez de Uralde, Beatriz; Martin, Justina; 
Sanchez, Ana; LeTourneau, Deborah L.; McGee, James E.; 
Boylan, Carole; Parr, Thomas R. , Jr.; Smith, Michele 
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AB The first potent inhibitors of glutamate racemase (Murl) enzyme that show 
whole cell antibacterial activity are described. Optically pure 
4-substituted D-glutamic acid analogs with (2R, 4S) stereochem. and bearing 
aryl-, heteroaryl-, cinnamyl-, or biaryl-Me substituents represent a novel 
class of glutamate racemase inhibitors. Exploration of the D-Glu core led 
to the identification of lead compds . 2-Naphthylmethyl derivative (I) was a 
potent competitive inhibitor of glutamate racemase activity (Ki = 16 nM, 

CD assay; IC50 = 0.1 p.g/mL high-performance liquid chromatog. (HPLC) 
assay) . Thorough structure-activity relation (SAR) studies led to 
benzothienyl derivs . such as 69 and 74 with increased potency (IC50 = 

0.036 and 0.01 jrg/mL, resp., HPLC assay). These compds. showed potent 
whole cell antibacterial activity against S. pneumoniae PN-R6, and good 
correlation with the enzyme assay. Some of the prepared substances showed 
efficacy in an in vivo murine thigh infection model against Streptococcus 
pneumoniae. Data described herein suggest that glutamate racemase may be 
a viable target for developing new antibacterial agents . 

IT 400 62 5-81 -2P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(preparation and structure-activity relationship of D-glutamic acid analogs 
as potent inhibitors of glutamate racemase with antibacterial activity) 

RN 400625-81-2 CAPLUS 

CN D-Glutamic acid, 4- [ [4- (3-thienyl) phenyl] methyl] -, hydrochloride, (4S)- 
( 9CI ) (CA INDEX NAME) 




Absolute stereochemistry. Rotation (-) . 
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SOURCE: PCT Int. Appl., 83 pp. 
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DOCUMENT TYPE: Patent 
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AB Compds . I [X is a bond, 0, S, SO or S02 ; R1 = ( Cl- 10 ) alkyl , ( C2-10 ) alkenyl 

or -alkynyl, (C4-10 ) alkadienyl , carboxamido- or aminocarbonyl (Cl-8 ) alkyl 
which may be substituted by (C3-10 ) cycloalkyl or by one or two 
(un) substituted aromatic groups, provided that when X represents a bond, R1 
can not represent a 3-phenyl-2-propenyl, 3- ( 4-chlorophenyl ) -2-propenyl, 
4-fluorobenzyl or 1-naphthylmethyl group] or their esters, amides or salts 
were prepared as inhibitors of glutamate racemase for use as antibiotics. 

Thus, (2R, 4S) -2— amino-4- (2-naphthyl ) methylpentanedioic acid was prepared by 
alkylation' of D-Et N- ( tert-butoxycarbonyl ) pyroglutamate with 
2-naphthylmethyl bromide, followed by ring cleavage/deprotection using 
LiOH in aqueous THF and workup. 

IT 400625-81-2P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
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(preparation of D-glutamic acid derivs . as inhibitors of glutamate racemase) 

RN 400625-81-2 CAPLUS 

CN D-Glutamic acid, 4- [[ 4- ( 3-thienyl ) phenyl] methyl] - , hydrochloride, ( 4 S ) — 

( 9CI ) (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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AB Substituted succinic acid metallo-p-lactamase inhibitors are provided 
which are useful potentiators of p-lactam antibiotics. Accordingly, 
the invention provides a method of treating bacterial infections in 
animals or humans which comprises administering, together with a 
p-lactam antibiotic, a therapeutically effective amount of a succinic 
acid derivative or pharmaceutically acceptable salt, prodrug, anhydride, or 
solvate thereof. 
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study, unclassified); SPN (Synthetic preparation); THU (Therapeutic use); 

BIOL (Biological study); PREP (Preparation); USES (Uses) 

(succinic acid derivative metallo-p-lactamase inhibitors, preparation, and 
use in treating bacterial infections) 
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Absolute stereochemistry. 
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Absolute stereochemistry. 
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AB R1CONR2CH ( CR3R31R311 ) C (X ) YCHR4R5 [R1 = alkyl, cycloalkylalkyl , aralkyl, 
cycloalkyl, aryl, arylcycloalkyl, alkoxy, aryloxy, heteroaryl; R2 = H, 
alkyl, cycloalkyl, cycloalkylalkyl; R3, R31 = H, alkyl, cycloalkyl, 
aralkyl, aryl, heteroaryl; R3R31 = atoms to form a ring; R311 = H, alkyl, 
aryl; R2R311 = (CH2)n, (CH2)pAr; n - 1, 2, 3; p = 0, 1, 2; Ar = 

(hetero) arylene; X = 0, S, NH, NHOH, CH2 , etc.; Y = bond, O, CH2 , imino; 
or X = (H, OH) and Y = bond, CH2 ; R4 = (CH2)sArl; s = 0, 1, 2, 3; Arl = 
(hetero ) aryl ; R5 = H, carboxy, (substituted) carboxamido, PO(OH)2, 
tetrazolyl, CH20H, CN] , were prepared Thus, title compound (I), prepared by 
solution phase means, inhibited endothelin-3 induced contraction of guinea 
pig trachea with pA2 — 6.3. Drug formulations containing I are given. 

IT 169545-88-4P 169545-89-5P 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of dipeptide analogs as endothelin receptor antagonists) 

RN 169545-88-4 CAPLUS 

CN L-Tryptophan, N- [N- (3, 5-dimethylbenzoyl ) -N, a-dimethyl-4- (3-thienyl) - 
D-phenylalanyl] - (9CI) (CA INDEX NAME) 
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RN 169547-49-3 CAPLUS 

CN L-Tryptophan, N- [N- (3, 5-dimethylbenzoyl ) -N, a-dimethyl-4- (3-thienyl) - 
L-phenylalanyl] -, methyl ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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TITLE: Pyrazole derivatives as angiotensin II-receptor 

antagonists, process for their preparation, and 
pharmaceutical compositions containing them 
INVENTOR(S): Bru-Magniez, Nicole; Nicolai, Eric; Teulon, Jean Marie 

PATENT ASSIGNEE ( S ) : Laboratoires UPSA S. A., Fr . 

SOURCE: Eur. Pat. Appl . , 93 pp. 
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DOCUMENT TYPE: Patent 
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AB Pyrazoles I [R1 = alkyl, alkenyl, cycloalkyl; R2 = H, alkyl, haloalkyl, 
cycloalkyl, etc.; A = hydroxyalkyl , alkoxyalkyl, haloalkyl, CHO, C02H, 

C0NH2 , etc.; R4 = N02, NH2 , C02H, alkoxycarbonyl , various substituted Ph 
and thienyl groups] were prepared as cardiovascular agents, especially for 
treatment of hypertension or cardiac insufficiency. Thus, Et 

[ 1 -methyl- 3-butyl- 4- ( 4-nitrobenzyl ) pyrazol-5-yl] oxyacetate (preparation given) 
was hydrogenated over Raney Ni, and the resultant aminobenzyl compound 
condensed with 3 , 6-dichlorophthalic anhydride in MeCN, to give title 
compound II (isolated as dicyclohexylamine salt) . II gave 96% displacement 
of [1251] - (Sari, Tyr4, Ile8) -angiotensin II from rat suprarenal angiotensin 
II receptors in vitro at 10-5 M. 

IT 137860-57-2P 137860-60-7P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(preparation of, as intermediate for cardiovascular agents) 

RN 137860-57-2 CAPLUS 

CN Benzenepropanoic acid, 4- (2-cyano-3-thienyl ) -a- ( 1-oxobutyl ) -, ethyl 
ester (9CI) (CA INDEX NAME) 
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CN 2-Thiophenecarboxylic acid, 3- [ 4- [2- (ethoxycarbonyl ) -3-oxohexyl] phenyl] 
ethyl ester (9CI) (CA INDEX NAME) 
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TI Preparation of N-substituted sulfonamide derivatives for potentiating 
glutamate receptor function 

IN Arnold, Macklin Brian; Jones, Winton Dennis; Ornstein, Paul 
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PA Eli Lilly and Company, USA 
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AN 2000:98323 CAPLUS 
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TI Preparation of arylalkyl sulfonamides for potentiating of glutamate 
receptor function 

IN Arnold, Macklin Brian; Bender, David Michael; Fray, Andrew 

Hendley; Jones, Winton Dennis; Ornstein, Paul Leslie; Simon, Richard Lee; 
Zarrinmayeh, Hamideh; Zimmerman, Dennis Michael 
PA Eli Lilly and Company, USA 

SO PCT Int. Appl . , 72 pp. 
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TI Preparation of thienylphenylpropylamides , -carbamates, -ureas, and related 
compounds as glutamate receptor potentiators . 

IN Arnold, Macklin Brian; Bleisch, Thomas John; Ornstein, Paul 
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